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DETAILED ACTION 

This office action is a response to Applicant's request for reconsideration filed 
September 2, 2009. 

Claims 1, 3, 4, and 6-9 are pending and are examined on the merits herein. 

The following rejection is maintained: 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 3, 4, and 6-9 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Fu (US 5,414,01 1 , May 9, 1995, PTO-1449 submitted May 5, 2006) 
in view of Ogawa (US 4,910,225, March 20, 2990, PTO-1449 submitted May 5, 2006, 
Cagle (US 6,440,964, August 27, 2002, of record) and Miyagi (US 6,281,224, August 
28, 2001, PTO-1449 submitted May 5, 2008). 

Fu teaches stable, clear ophthalmic formulations comprising a -COOH group- 
containing NSAID in combination with an antibiotic, a preservative, and a nonionic 
surfactant, all in an aqueous vehicle [see abstract]. Preferred embodiments comprise 
ketorolac (0.25-0.5% wt/vol.) and tobramycin (0.15-0.3% wt/vol.), as well as buffers and 
nonionic surfactants [columns 9 and 10, Examples 3-6]. Other suitable NSAIDs include 
indomethacin, flurbiprofen sodium, and suprofen [column 6, lines 9-16]. The 
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formulations are prepared by dissolving the solutes in water and adjusting the pH to 
about 6-8 [column 6, lines 63-67]. Suitable buffers include citrate [column 6, lines 48- 
50]. The ophthalmic formulations can be administered in the form of an eye drop 
[column 8, lines 24-35]. 

Fu does not teach bromfenac as the NSAID and does not teach inclusion of 
monoethanolamine or nicotinamide in the formulation. 

Ogawa teaches ophthalmic compositions comprising bromfenac (a -COOH 
group-containing NSAID) [see abstract and column 5, Test drug]. The concentration of 
the active ingredient in a liquid preparation is preferably 0.01-5% [column 4, lines 40- 
46]. Bromfenac has a stronger anti-inflammatory effect than indomethacin [column 8, 
lines 1-2]. The solution is stabilized by the addition of a water-soluble polymer and by 
adjusting the pH [column 3, lines 12-15]. Buffer should be added to adjust the pH to 
about 6.0-9.0, preferably about 7.5-8.5 [column 3, lines 48-55]. A preferred water- 
soluble polymer is polyvinylpyrrolidone [column 3, lines 54-56]. The ophthalmic 
composition may also include other anti-inflammatory agents and an antimicrobial 
[column 4, lines 1-5]. 

Cagle teaches that cyclooxygenase type I and type II inhibitors such as 
diclofenac, flurbiprofen, ketorolac, supfrofen, bromfenac, and indomethacin are 
preferred NSAIDs for use in ophthalmic formulations comprising an antibiotic and a non- 
steroidal anti-inflammatory agent [column 7, lines 49-58]. 

Miyagi teaches opthalmic solutions containing the NSAID pranoprofen (which is 
also a cyclooxygenase inhibitor) and an organic amine [see abstract]. Excellent stability 
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and little irritation to the eyes can be prepared by the addition of organic amine [column 
1, lines 59-63], preferably alkanolamines such as monoethanolamine [column 2, lines 3- 
5]. Surfactants such as polysorbate 80 can also be added [column 3, lines 11-40]. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to prepare an aqueous composition comprising tobramycin, 
bromfenac, and an alkanolamine. Bromfenac and other cyclooxygenase inhibitor 
NSAIDs are well known in the art for ophthalmic formulations. Aminoglycoside 
antibiotics such as tobramycin are also known for ophthalmic formulations. The use of 
aminoglycoside antibiotics along with NSAIDs is also known in the art. Ogawa teaches 
that polyvinylpyrrolidine can be used to help stabilize an ophthalmic solution, and Miyagi 
teaches that monoethanolamine can also be used to stabilize an ophthalmic solution 
and to reduce eye irritation. Thus, the prior art includes each element currently claimed, 
and each element in the combination would be expected to perform the same function 
as each did separately. Thus, the skilled artisan could have recognized that these 
elements could be combined and that the results would be predictable. 



Response to Arguments 

Applicant argues that Miyagi teaches many organic amines. This argument has 
been carefully considered but is not persuasive. Miyagi teaches that preferred organic 
amines are alkanolamines, sulfoalkyl piperazines, or sulfoalkyl alkylenediamines. A 
total of nine species are disclosed. Of the alkanolamines, there are only four. Thus, 
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Miyagi teaches a small number of organic amines. The skilled artisan could reasonably 
expect that any of this finite number of amines would be useful. 

Applicant argues that monoethanolamine and nicotinamide are more effective 
stabilizers than N-methylglucamine. This argument has been carefully considered but is 
not persuasive. The skilled artisan would expect monoethanolamine to be effective 
based on the teachings of Miyagi. MPEP 716.02(c) states that evidence of unexpected 
and expected properties must be weighed, and that expected beneficial results are 
evidence of obviousness. The efficacy of monoethanolamine is expected based on the 
teachings of the prior art and is evidence of obviousness. MPEP 71 6.02(b) states that 
the evidence relied upon should establish "that the differences in results are in fact 
unexpected and unobvious and of both statistical and practical significance." In this 
case, Applicant has compared only three amines and has shown that one (N- 
methylglucamine) is slightly less effective than the other two. Solutions containing 
monoethanolamine and nicotinamide are "clear," while solutions containing N- 
methylglucamine are "slightly turbid." The specification (page 23) states "turbidity 
occurrence in the preparations was inhibited or reduced by adding an organic amine 
such as monoethanolamine and N-methylglucamine; nicotinamide." Thus, all of these 
are effective. The difference in efficacy does not appear to be significant, and the 
number of amines compared is very small. This number of amines and difference in 
their efficacy is too small to establish unexpected results based on the superiority of 
monoethanolamine or nicotinamide. 

For these reasons, the rejection is maintained. 
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Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LAYLA BLAND whose telephone number is (571)272- 
9572. The examiner can normally be reached on Monday - Friday, 7:00 - 3:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anna Jiang can be reached on (571) 272-0627. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Supervisory Patent Examiner 
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